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DETAILED ACTION 

Receipt is acknowledged of the Remarks and- IDS filed on 09/28/06, an IDS filed 
on 10/03/06 and a letter, summary of the Interview filed on 1 1/13/06. No claims were 
amended, cancelled or added. Accordingly claims 13-44 remain pending. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 13-18, 20-21, 24-44 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contain subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. In claims 13, 24, 41 and 42 the new 
range of 10-25mM is considered new matter because the specification does not have 
support for the said range. The Provisional Application of 60/180,241 also has no 
support for the said range. 

Claims 13-18, 20-21, 24-44 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contain subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. The term "the aggregate 
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concentration of all such bioavailability..." is considered new matter. There is no support 
for the said term in the specification. 

The rejection of claims 13-18, 20-21, 24-44 under 35 U.S.C. 112, first paragraph, 
as failing to comply with the written description requirement is withdrawn per 
Applicant's statement that the range for osmotic pressure of from 250 to 350 mOsm/liter 
was disclosed in the parent application and the provisional application. Applicants have 
stated that the said range will be added to the instant specification. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 13-14, 17-18, 20-23, 34, 38, 40-42 are rejected under 35 U.S.C. 102(b) 
as being anticipated by Chiodini et al (5,719,122). 

Chiodini et al disclose pharmaceutical compositions comprising a calcitonin and 
a polyglycolysed glyceride and a method of enhancing the transmucosal absorption of 
calcitonin. Calcitonin may be a natural or synthetic calcitonin. Human, salmon and eel 
calcitonins are the most preferred types (see col. 2, line 50 to col. 4, line 19). The said 
polyglycolysed glycerides which are suitable for the said formulations include 
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polyethylene glycol esters such as Labrasol™ and Gelucire 44/1 4™ (see col. 2, lines 
19-34). The nasal formulations are typically in solution, gel, drops or aerosol forms 
(see col. 5, lines 14-16). The pH of the composition is suitably at a range of from 3 to 8, 
preferably 3.5 to 7. A buffering agent such as citrates, for example a mixture of citric 
acid and sodium citrate is employed to adjust the pH levels (see col. 6, lines 13-25). 
Example 19 discloses a solution formulation for nasal or buccal administration. The total 
amount of the citrates used in the said formulation is about 18 mM. Other ingredients 
may be used in the said formulations such as polyhydroxy alcohols such as propylene 
glycol; excipients such as parabens and benzyl alcohol, agents for adjusting viscosity, 
agents for adjusting tonicity, etc (see col. 5, lines 52-65). 

Claims 13-14, 17, 20-23, 34, 40-42 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Grebow et al (5,026,825). 

Grebow et al teaches an intranasal formulations comprising calcitonin and 
excipients. The salmon and chicken calcitonins have a potency of about 4,000 to 6,000 
MCR U/mg peptide (col. 3, lines 4-1 5). The said formulations may be administered 
across the nasal membranes as a spray, nose drop or aerosol (col. 1 1 , lines 15-21 ). 

Grebow also discloses that the nasal spray solutions are especially preferred 
with water or in a buffer at a pH of between 3.0 and 8.0 using a buffer system including 
a mixture of sodium citrate and citric acid in the range of 0.01 M to 0.5 M. This 
concentration was found effective to provide stability of the dissolved calcitonin in the 
diluent base or vehicle (col. 1 1 , lines 35-47). Furthermore the formulations are said to 
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have been made in 0.2M buffer at a pH value of 4.1 (col. 14, lines 34-35). The 
preparations may also comprise other additives including stabilizers, tonicity adjusters, 
viscosity builders, preservatives and the like (col. 1 1 , lines 48-52). The said additives 
include methyl paraben. propyl paraben. phenethvl alcohol , etc. Grebow discloses 
certain suitable concentration ranges of the said additives in the table of column 12. 



Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claim 15-16, 18-19, 24-33, 35-39 and 43-44 are rejected under 35 U.S.C. 
103(a) as being unpatentable over Grebow et al (5,026,825) as applied to claims 
13-14, 17, 20-23, 34, 40-42 above, and further in view of Azria et al (5,733,569). 

Grebow et al, discussed above, lacks specific disclosure on the osmolality and 
viscosity of the formulations. 

Azria et al discloses galenic compositions comprising calcitonin for nasal 
administration. Azria discloses that preferred pH levels for a nasal formulation is from 3 
to 5 or most preferably from 3.5 to 4.5. The formulation also should have an appropriate 
isotonicity and viscosity. Preferably the osmotic pressure is from about 260 to about 
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380 mOsm/l and the desired viscosity is from 2 to about 40x1 0" 3 Pa.S or more 
preferably less than 2x1 0" 3 Pa.s (see col. 4, lines 13-28). 

It would have been obvious to one of ordinary skill in the art given the nasal 
solution formulations of Grebow et al to have looked in the art for suitable osmolality 
and viscosity for intranasal administration as taught by Azria et al, for ultimate 
effectiveness and safety. It is clearly stated by Azria et al and other prior art references 
and well known in the art that for delivery to sensitive mucosa such as nasal, eye, ear, 
etc, specific ranges in osmolality, isotonicity and viscosity are required. Thus one of 
ordinary skill in the art would have been motivated to have made certain the required 
properties are present in a formulation for nasal administration. In other words the 
combination of references provides sufficient information to one of ordinary skill in the 
art to make and use the invention as claimed. 

Response to Arguments 

Applicant's arguments with respect to claims 13-44 filed on 09/28/06 have been 
considered but are moot in view of the new ground(s) of rejection. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mina Haghighatian whose telephone number is 571- 
272-0615. The examiner can normally be reached on core office hours. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Patent Examiner 
March 01,2007 



